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MATERIALS AND METHODS
139
Animals
140
The experiments were accomplished using adult male rats (Charles River Subsequently, Langendorff perfusion was conducted using a cannulated pulmonary vein, 166 during which the isolated heart preparatum was switched to working mode (at a filling 
Cardiac function measurements
175
Baseline assessment of cardiac function for each isolated heart was made following not which were subjected to 120 min of REP or from those fed with HD-BC ( Figure 1A ).
277
No significant BC dosage effects on CF were observed in non-reperfused hearts, or in 
-carotene dose effects on I/R-induced infarct zone extent and tissue antioxidant
311 capacity
312
The influence of BC on the extent of I/R injury-associated infarct zones is shown 313 in Figure 2A . Macroscopic analysis of TTC solution-perfused heart sections from rats 314 subjected to 30 minutes of global ISA followed by 120 minutes of REP in a "working- only.
321
The phenomenon of diminished BC-mediated protective effect on cardiac physiology was 322 also dramatically illustrated in outcomes of experiments to assess contribution of the 323 agent to tissue antioxidant capacity (TAC), a process that has evolved as a homeostatic 324 countermeasure to oxidative stress. As shown in Figure 2B, 
-carotene effects on heme oxygenase-1 (HO-1) protein expression
338
Myocardial tissue levels of HO-1, which is a major mediator of cardiac homeostasis,
339
were determined by Western blot analysis. As shown in Figure 3 ., the presence of HO-1 340 protein was evaluated in isolated working hearts taken from control rats administered 
DISCUSSION
389
Outcomes of the present study contribute to emerging insight into how widely 390 available plant materials may be used to enhance strategies for maintenance of 391 cardiovascular health and develop novel therapeutic approaches. Here, the capacity of -392 carotene is evaluated for its ability to alter processes resulting in reduced tissue 393 oxygenation, leading to ischemic injury to the heart and with strong relevance to the 394 kidneys, brain and many other organs [27] . A major finding reported here, is that 395 increasing BC dosage of may not add to any cardiovascular benefits. Moreover, the agent 396 may mediate -and indeed, may exacerbate existing pathological mechanisms.
397
The efficiency and vigor with which a heart is able to maintain healthy circulation may . This 523 conclusion is currently speculative and await outcome of ongoing studies. 
